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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl = (un) substituted aryl, heteroaryl; R2 = alkyl, H; R3 
= H, COR4, S02R4, etc.; R4 = H, alkyl, alkenyl, etc.] and their 
pharmaceutically acceptable salts were prepared For example, N-acetylation 
of aniline II (R2 = H) with acetic anhydride afforded the TFA salt of 
diarylmethylidenylpiperidine II (R2 = COCH3 ) in 100% yield. In human 
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5 receptor assays, certain examples of compds . I exhibited IC50 
values ranging from 0.22-2.34 nM, with an average of 0.98 nM (sic) . 
IT 859911-50-5P, 4- [ ( l-Benzylpiperidin-4-ylidene ) [ 4- 

[ (methylsulf onyl ) amino] phenyl] methyl] -N, N-diethylbenzamide 
859911-51-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(preparation of diarylmethylidenylpiper idines for the management of pain) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds . I [Rl = aryl, heteroaryl, etc.; R2-5 = H, alkyl, cycloalkyl, 

etc.] are prepared For instance, 4- [bromo ( 4-carboxyphenyl ) methylene] piperid 
ine-l-carboxylic acid tert-Bu ester (preparation given) is converted to the 
diethylamide (CH2C12, i-Bu02CCl, HNEt2), deprotected (CH2C12, TFA) , 
alkylated with thiophene-2-carboxaldehyde (1, 2-dichloroethane, 
NaHB(OAc)3), coupled to m-aminobenzeneboronic acid (PhMe/EtOH/H20, 
Pd(PPh3)4, Na2C03) and finally treated with methanesulf onic anhydride to 
give II. Compds. of the invention have IC50 in the range of 0.18 - 0.56 
nM for the 5-opioid receptor. I are useful in the management of 
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pain . 

IT 728917-19-9P, N, N-Diethyl-4- [ [3- [ (methylsulf onyl ) amino] phenyl ] [1- 
(thien-2-ylmethyl ) piperidin-4-ylidene] methyl] benzamide 
728917-20-2P 728917-21-3P 728917-22-4P, 

N, N-Diethyl-4- [ [1- ( 2-f uranylmethyl ) -4-piperidinylidene ] [3- 
[ (methylsulfonyl) amino] phenyl ] methyl ] benzamide 728917-23-5P, 
N, N-Diethyl-4- [ [1- (phenylmethyl ) -4-piperidinylidene] [3- 
[ (methylsulfonyl) amino] phenyl] methyl] benzamide 728917-24-6P 
728917-25-7P, N, N-Diethyl-4- [ [3- [ (methylsulf onyl ) amino] phenyl ] [1- 
(3-pyridinylmethyl ) -4-piperidinylidene] methyl ] benzamide 
728917-26-8P 728917-30-4P 728917-31-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 4- [3- ( sulf onylamino) phenyl-1- ( cyclymethyl ) piperidin-4- 
ylidenemethyl ] benazmide derivs. as delta opioid receptor ligands) 
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CN Benzamide, N, N-diethyl-4- [[ 3- [ (methylsulf onyl ) amino] phenyl ] [l-(3- 
pyridinylmethyl) -4-piperidinylidene]methyl] - (CA INDEX NAME) 
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